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AMENDMENTS TO THE CLAIMS 



Please amend the claims as follows: 
1 . (original) A method for the treatment of proliferative diseases, including cancer, which 
comprises administering to a mammalian specie in need thereof a synergistically, 
therapeutically effective amount of (1) at least one anti-proliferative agent(s) and 2) a 
compound of formula I, 




wherein: 

Q is selected from the group consisting of 



r° ;-8 j'B 



RoO 




^ H R 10°wR8 



G is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted 
aryl, heterocyclo, 



Pl2 R 12 f Z R 12 9 

R 11 ^ v Rn^A, Rn^<jv D Xs J'V^ ; 

"14 

WisOorNR 15 ; 
X is O or H, H; 

Y is selected from the group consisting of O; H, OR16 ; ORi 7 , ORi 7 ; NORis; H, 
NHOR 19 ; H, NR20R21; H, H; and CHR 22 ; wherein OR 17 , OR 17 can be a cyclic ketal; 

Z1 and Z2 are independently selected from the group consisting of CH2, O, NR23, S, 
and S0 2 , wherein only one of Z1 and Z 2 can be a heteroatom; 
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and B 2 are independently selected from the group consisting of OR24, OCOR25, 
and 0-C(=0)-NR 2 6R27, and when B1 is H and Y is OH, H, they can form a six-membered 
ring ketal or acetal; 

D is selected from the group consisting of NR28R29, NR30COR31 and saturated 
heterocycle; 

R-i, R 2 , R31 R4, R51 R6, R7> R13. R14. R18. R19, R20, R21. R22. R26and R27 are 
independently selected from the group consisting of H, alkyl, substituted alkyl, and aryl, and 
when R1 and R 2 are alkyl can be joined to form a cycloalkyl, and when R 3 and R 4 are alkyl 
can be joined to form a cycloalkyl; 

R9, R10. R16, R17. R24. R25 and R31 are independently selected from the group 
consisting of H, alkyl, and substituted alkyl; 

R8> R11, R12, R28, R30, R32, and R 33 are independently selected from the group 
consisting of H, alkyl, substituted alkyl, aryl, substituted aryl, cycloalkyl and heterocyclo; 

R15, R23 and R 29 are independently selected from the group consisting of H, alkyl, 
substituted alkyl, aryl, substituted aryl, cycloalkyl, heterocyclo, R 32 C=0, R 33 S0 2 , hydroxy, 
O-alkyl or O-substituted alkyl; and 

pharmaceutical^ acceptable salts thereof and any hydrates, solvates or geometric, 
optical and steroisomers thereof ; 

with the proviso that compounds wherein 

W and X are both O; and 

R1, R2 and R7 are H; and 

R3, R4 and R6 are methyl; and 

R 8 is H or methyl; and 

7-y and Z 2 are CH 2 ; and 

G is 1-methyl-2-(substituted-4-thiazolyl)ethenyl; and 
Q is as defined above 
are excluded. 



2. (original) The method according to Claim 1 wherein the antiproliferative agent is 
administered following administration of tj^Fo^riula I compound. 



5Y 
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3. (original) The method according to Claim 1 , wherein the antiproliferative agent is 
administered prior to the administration of theJ r 6'mTulaTDompound. 



4. (original) The method according to ClaimJ wherein the antiproliferative agent is 
administered simultaneously with the fomrfula 1 cfompound. 



5. (original) The method according to Claim 1 for the treatment of cancerous solid tumors. 



6. (original) The method according to Claim 1 for the treatment of refractory tumors. 

7. (original) The method according to Claim 1 wherein the anti-proliferative agent is 
selected from the group consisting of a microtubule-stabjlizing agent, a microtubule- 
disruptor agent, an alkylating agent, an anti-metabolite, epidophyllotoxin, an antineoplastic 
enzyme, a topoisomerase inhibitor, procarbazine, mitoxantrone, inhibitors of cell cycle 
progression, radiation and a platinum coordination complex. 

8. (original) The method according to Claim 1 wherein the anti-proliferative agent , is 
selected from the group consisting of an anthracycline drug, a vinca drug, a mitomycin,' a 
bleomycin, a cytotoxic nucleoside, a taxane, an epothilone, discodermolide, a pteridine 
drug, a diynene, an aromatase inhibitor and a podophyllotoxin. 

9. (original) The method according to Claim 1 , wherein theXo_mpound of Formula I is [1 S- 
1R*,3R*(E),7R*,10S*,11R*,12R* I 16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-proliferative agent is Compound 2. 



10. (original) The method according to Claim 2, wherein the Compound of Formula I is [1S- 
1R*,3R*(E),7R*,10S* > 11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyi-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-proliferative agent is Compound 2. 
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1 1 . (original) The method according to Claim 1 , wherein the Compoundp Formula)l is [1S- 
1 R*,3R*(E),7R*, 1 0SM 1 RM 2 R*,1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-penfamethy<3-[1 - 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-proliferative agent is Compound 3. 

i 

12. (original) The method according to Claim 2 wherein said compound of Formula I is [1S 
i^3R*(E)/R^0SM1RM2RM6S^-7;i1-d^ 

methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1^6]rteptadecane-5 I 9-dione 
and the anti-proliferative agent is Compound 3. 



13. (original) The method according to Claim 1 wherein said compound bfJFormula I Is [1S 
1 R*,3R*(E),7R*, 1 QS*,1 1 R*. 1 2R*,1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,1 2,1 6-penta'methyl=3=[1 - 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-1 7-oxabicyclo[1 4. 1 .0]heptadecane-5,9-dione 
and the anti-proliferative agent is Compound 5. 



14. (original) The method according to Claim 2 wherein said compound of Formula I is [1S 
1R*,3R*(E),7R*,10S*,11R*, 

1 2R*, 1 6S*]]-7,1 1 -dihydroxy-8,8, 1 0,1 2, 1 6-pentamethyl-3-[1 -methyl-2-(2-methyl-4- 
thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione and the anti- 
proliferative agent is Compound 5. 




15. (original) The method according to Claim 1, wherein said compound of Formula I is [1S 
1R*,3R*(E),7R*,10S*,11R*,12R*, 16S*]]-7,1 l-dihydroxy-S.S.IO.^.ie-pentemethyl-S-II- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-proliferative agent is Cisplatin. 

fL 

16. (original) The method according to Claim 3, wherein said compound of Formula I is [1 S 
1R*,3R*(E),7R*, ^ 
10S*,11R*,12R*, 16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1-methyl-2-(2-methyl- 
4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1 .0]heptadecane-5,9-dione and the anti- 
proliferative agent is Cisplatin. 
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17. (original) The method according to Claim 1, wherein said'method comprises the 
administration of Compound 1 and Carboplatin. 

1 8. (original) The method according to Claim 1 , wherein said method comprises the 
administration of Compound 1 and doxorubicin. 



1 9. (original) The method according to claim 1 , said method comprising the administration 
of Compound 1 and CPT-1 1 . 




i WW 



XisO; 
YisO; 

' Zi and 2.2 are, independently, Chfe; and 

W is NR 15 . ' ' ~ - • 

21 . (original) The method according to Claim 6, wherein said compound of Formula I is 
selected from the group consisting of: 7 
[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,1 1-dihydroxy-8,8,10,12,16-pentamethyl-3-[1 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 



[1S-[1R*,3R*(E),7R*,10S*,11R*,12R* > 16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]^4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 
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[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihyclroxy-5,5 I 7,9 l 13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5 I 7 I 9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0SM 1 RM 2RM 6S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 1 4, 1 7-trioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; 

[1 S-[1R*,3R*(E),7R*,10S*, 11 R*,12R*,16S*]]-7, 11 -dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,1 5R*(E)]]-4,8-dihydroxy-5,5,7,9,1 3-pentamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 ,1 1 -dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thizolyl)ethenyl]-1 ,1 1-dioxa-13-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2,1 6-pentamethyl-3-[1-" 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-9-one; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1R*,12R*,1 6S*]]-7,1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 1 7-dipxabicyclo[1 4. 1 .0]heptadecane-9-one; 

[1S-[1R*,3R*(E),7R*,10S*,11 R*,12R*,16S*]]-7,1 1-dihydroxy-3,8,8,10,12,16-hexamethyl-3- 
[1 -methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R*,16S*]]-7,11-dihydroxy-3,8,8,10,12-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 
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[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9 ,1 3 ,1 6-hexamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-oxa-13-cyclohexadecene : 2,6-dione; 



[4S-[4R*,7S*,8R*,9R* ( 15R*(E)]]-4,8-dihydroxy-5,5,7,9,16-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0SM 1 R*, 1 2R*,1 6S*]]-7, 1 1 -dihydroxy-8,8,1 0, 12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-7,11-dihydroxy-6 I 8,8,10,12-pentamethyl-3-[1- 
methyl-2 : (2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E) ,7R*, 1 0S*, 1 1 R*. 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-aza-13-cyclohexadecene-2,6-dione; 



[4S-[4R*,7S*,8R*,9R*,1 5R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6.-dione; 

[1 S-[1 R*,3R*(E) ,7R*, 1 0S*, 1 1 R*, 1 2R*,1 6S*]]-7, 1 1 -dihydroxy-4,8,8, 10,12,1 6-hexamethyl-3- 
[1 -methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-1 7-oxabicyclo[1 4.1 .0]heptadecane-5,9- 
dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R* I 16S*]]-7,11-dihydroxy-4,8,8,10,12-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[4S-[4R^7S^8R^9R^15R*(E)]]-4 ) 8-dihydroxy-1 ! 5,5,7 I 9,13-hexamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R* ) 7S*,8R* I 9R*,15R*(E)]]-4 I 8-dihydroxy-1,5,5 I 7 I 9-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R\3R*(E)JR* I 10S*,11R* ) 12R*,16S*]]-7 ) 1i-dihydroxy-8,8,10,12 ) 16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*,1 0S*,1 1 R*,1 2R*,1 6S*]]-7,1 1 -dihydroxy-8,8,1 0,1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4 I 8-dihydroxy-5,57,9 I 13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S* I 8R* p 9R*,15R*(E)]]-4 I 8-dihydroxy-5,5,7 I 9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3 R*(E),7R*. 1 OS*, 1 1 R*. 1 2R*, 1 6S*]]-7.1 1 -dihydToxy-S.sriO.l^.ie-pentamethyl-S-II- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[^3R*(E),7RM0SM1R\12RM6S*]]-7,11-diM^ 

methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9 l 13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 
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[4S-[4R^7S^8R^9R^15R*(E)]]4 I 8-dihydroxy-5 I 5 ) 7 > 9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 



[1 S-[1 R*,3R*,7R* t 1 0S*,1 1 R*,1 2R*,1 6S*]]-N-phenyl-7,1 1 -dihydroxy-8,8,1 0,1 2,1 6- 
pentamethyl-5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecane-3-carboxamide; 

[1S-[1 R*,3R*,7R*,10S*,1 1 R*,12R*,16S*]]-N-phenyl-7,1 1 -dihydroxy-8,8,1 0,1 2-tetramethyl- 
5,9-dioxo-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-3-carboxamide; 
[4S-[4R* ) 7S*,8R*,9R* I 15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9,13-pentamethyl-2,6-dioxo-1- 
oxa-1 3-cyclohexadecene-16-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9-tetramethyl-2,6-dioxo-1-oxa- 
13-cyclohexadecene-16-carboxamide; 

[1S-[1R^3R*(E) I 7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

' [1S-[1R^3R*(E) ) 7R^10S^11R^12R^16S*]]-7,11-dirlydroxy-8,8,10 I 12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; and 

[4S-[4R^7S^8R^9R^15R*(E)]]-4 l 8-dihydroxy-5,5 l 7,9,13-penta^nethyl-16-[1-methyl-2-(2- 
hydroxymethyl- 4-thiazolyl)ethenyl]-1 -aza-1 3(Z)-cyclohexadecene-2,6-dione; and 
pharmaceutically acceptable salts, solvates and hydrates thereof. 

22. (original) The method as claimed in Claim 7, wherein said Compound of Formula I is 
selected from the group consisting of: 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 13,1 7-trioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-7 I 11-dihydroxy-8,8,10 I 12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 13,1 7-trioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; 

[4S-[4R* ) 7S*,8R* ) 9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-1 ,10-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,1 5R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*. 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-3-[1 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]h7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4 > 8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,11-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thizolyl)ethenyl]-1 ,1 1 -dioxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1R*,3R*(E),7R*,1 OS*, 1 1 R*,12R*,1 6S*]]-7, 11 -dihydroxy-8,8, 10, 12,1 6-pentamethyl-3-[1 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1S-[1R*,3R*(E),7R* > 10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 
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[1S-[1^3R*(E)7RM0S%11RM2RM6S^^ 

[1 -methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E) I 7R*,10S*,11R* I 12R* > 16S*]]-7,11-dihydroxy-3 I 8 I 8,10,12-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

^S-^R'yS'.SR'.gRM 5R*(E)]]-4 ) 8-dihydroxy-5,5,7,9, 1 3,1 6-hexamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5 I 5,7,9,16-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R*,3R*(E) r 7R*,10S* ) 11R* l 12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-m ethyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R* I 16S*]]-7 > 11-dihydroxy-6,8,8 ) 10 > 12-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7 I 11-dihydroxy-8,8,10J2J6-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R* I 3R*(E) I 7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10 > 12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4 l 8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-aza-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R* > 9R* ( 15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-7J1-dihydroxy-4 I 8,8,10,12,16-hexamethyl-3- 
[1 -methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5 ) 9- 
dione; 

[1 S-[1 R*,3R*(E),7R*,10S*,1 1 R*, 1 2R*,1 6S*]]-7, 11 -dihydroxy-4,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-1,5,5,7,9,13-hexamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-1,5 > 5,7,9-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E) ,7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[1 4.1 .0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*,1 0S*,1 1 R*,1 2R*,1 6S*]]-7,1 1 -dihydroxy-8,8, 1 0,1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S* I 8R*,9R* l 15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-10-aza-1-oxa-13-cyclohexadecene-2,6-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S1]-7,11-dihydroxy-8,8 I 10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-1 4-aza-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; 
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[1 S-[1 R*,3R*(E),7RM0S*,1 1 RM2RM6S*]]-7,1 1 -dihydroxy-8,8, 1 0,12-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4 l 8-dihydroxy-5,5,7,9 ) 13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5 ) 7 > 9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*,7R*, 1 0S*,1 1 R*,1 2R*,1 6S*]]-N-phenyl-7, 1 1 -dihydroxy-8,8, 1 0,12,16- 
pentamethyl-5,9-dioxo-4,17-dioxabicyclo[14.1 .0]heptadecane-3-carboxamide; 

[1S-[1R*,3R*,7R* ) 10S*,11R*,12R*,16S*]]-N-phenyl-7,11-dihydroxy-8,8,10,12-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.1 .0]heptadecane-3-carboxamide; 
[4S-[4R^7S^8R^9R^15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9,13-pentamethyl-2,6-dioxo-1- 
oxa-1 3-cyclohexadecene-1 6-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9-tetramethyl-2,6-dioxo-1-oxa- 
1 3-cyclohexadecene-1 6-carboxamide; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, iO, 1 2, 1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,1 7-dioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; and 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
hydroxymethyl- 4-thiazolyl)ethenyl]-1 -aza-1 3(Z)-cyclohexadecene-2,6-dione; and • 
pharmaceutical^ acceptable salts, solvates and hydrates thereof. 
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23. (original) A pharmaceutical composition for the treatment of cancer which comprises 
at least one anti-proliferative agent and a compound of Formula I as described in Claim 1 , 
and a pharmaceutical^ acceptable carrier. 

24. (original) The composition according to Claim 23 for the treatment of cancerous solid 
tumors. 

25. (original) The composition according to Claim 23 for the treatment of refractory 
tumors. 

26. (original) The composition according to Claim 23 wherein the antiproliferative agent is - 
one or more agent selected from the group consisting of a microtubule-stabilizing agent, a 
microtubule-disruptor agent, an alkylating agent, an anti-metabolite, epidophyllotoxin, an 
antineoplastic enzyme, a topoisomerase inhibitor, procarbazine, mitoxantrone, inhibitors of 
cell cycle progression, a platinum coordination complex, an anthracycline drug, a vinca 
drug, CDK inhibitors, a mitomycin, a bleomycin, a cytotoxic nucleoside, a taxane, 
compound 2, compound 3, an epothilone, discodermolide, a pteridine drug, a diynene, an 
aromatase inhibitor and a podophyllotoxin. 

27. (original) The composition according to Claim 23 wherein the compound of Formula I is 
selected from the group consisting of [1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,t1- 
dihydroxy-8,8, 1 0,12,1 6-pentamethyl-3-[1 -methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 13,17- 
trioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7RM0SM 1 R*,12R*,16S*]]-7,1 1-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[i4.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R* ) 9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-l6-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 ,1 0-dioxa-1 3-cyclohexadecene-2,6-dione; 
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[4S-[4R*,7S*,8R\9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 



[1S-[1R^3R*(E) I 7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10 ) 12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 1 4, 1 7-trioxabicyclo[1 4.1 .0]heptadecane-5,9- 
dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10 l 12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 14,1 7-trioxabicyclo[1 4.1. 0]heptadecane-5,9- 
dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 ,1 1 -dioxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4 ) 8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thizolyl)ethenyl]-1 ,1 1 -dioxa-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R* I 3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8 > 10 ) 12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1S-[1^3R*(E)7RM0SM1RM2RM6S^-7,11<lfo^ 

methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-3,8,8,10 I 12,16-hexamethyl-3- 
[1 -methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,1 7-dioxabicyclo[1 4.1 0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E) I 7R* ) 10S*,11R*,12R*,16S*]]-7,11-dihydroxy-3,8,8 I 10 ) 12-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 

[4S-[4R* I 7S* I 8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7 I 9 ) 13,16-hexamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-oxa-13-cyclohexadecene-2,6-dione; 
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[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5 I 5,7,9 ) 16-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 



[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7 I 11-dihydroxy-8,8 I 10,12 I 16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R*,1 6S*]]-7, 1 1 -dihydroxy-6,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*, 1 2R*, 1 6S*]]-7 ,1 1 -dihydroxy-8,8, 1 0 ,1 2 ,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-7 I 11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R* I 7S*,8R*,9R* l 15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1R*,3R*(E),7R*,1 OS*, 1 1R*,12R*,16S*]]-7,1 1-dihydroxy-4,8>8. 1 0,12,1 6-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E) ,7R*, 1 0S*, 1 1 R*,1 2RM 6S*]]-7, 1 1 -dihydroxy-4,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R*,7S* I 8R*,9R*,15R*(E)]]-4,8-dihydroxy-1 ,5,5,7,9,1 3-hexamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 
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[4S-[4R^7S^8R^9R^15R*(E)]]-4 > 8-dihydroxy-1 I 5,5,7,9-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione^ 



[1S-[1R* I 3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12 I 16-pentamethyl-3-[1 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R* I 3R*(E) > 7R* ( 10S* ) 11R* ( 12R* I 16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7 ! 9,13-pentamethyl-16-[1-rrlethyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R* l 7S*,8R*,9R*,15R*(E)]]-4 I 8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-djone; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R*. 1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-3-[1 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16Sl-7,.11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,1 5R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 
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[1 S-[1 R*,3R*,7R*,1 0S*, 1 1 R*, 1 2 FT, 1 6S*]]-N-phenyl-7, 1 1 -dihydroxy-8,8, 10,12,16- 
pentamethyl-5,9-dioxo-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-3-carboxamide; 



[1 S-[1 R*,3R*,7R*. 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-N-phenyl-7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.i.0]heptadecane-3-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9,13-pentamethyl-2,6-dioxo-1- 
oxa-1 3-cyclohexadecene-1 6-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4 j 8-dihydroxy-5,5,7,9-tetrarnethyl-2,6-dioxo-1-oxa- 
13-cyclohexadecene-1 6-carboxamide; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1 R*,3R*(E),7R*,10S*,1 1 R*,12R*,16S*]]-7,1 1 -dihydroxy-8,8, 10,12-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; and 

[4S-[4R%7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,^ 

hydroxymethyl- 4-thiazolyl)ethenyl]-1 -aza-i 3(Z)-cyclohexadecene-2,6-dione; 
and pharmaceutical^ acceptable salts, solvates and hydrates thereof. 

28. (original) The composition according to Claim 26 wherein the pharmaceutical ly 
acceptable salt is selected from the group consisting of the hydrochloride salt, the 
methanesulfonic acid salt and the trifluoroacetic acid salt. 

29. (original) The composition according to Claim 26 wherein the formula I compound is 
[1S-1R*,3R*(E),7R*,10S* l 11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
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or a pharmaceutical^ acceptable salt thereof and the anti-proliferative agent is Compound 

2. 



30. (original) The composition according to Claim 26 wherein the antiproliferative agent is 
Compound 3 and the formula I compound is [1S 1R*,3R*(E),7R*,10S*,1 1 R*,12R*, 16S*]]- 
7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1-methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4- 
aza-1 7-oxabicyclo[14.1 -0]heptadecane-5,9-dione or a pharmaceutical^ acceptable salt 
thereof. 

31 . (original) The composition according to Claim 26 wherein the antiproliferative agent is 
Compound 5 and the formula j compound is [1S 1 R*,3R*(E),7R*,10S*,1 1 R*,12R*, 16S*]J- 
7,1 1 -dihydroxy-8,8,10,12,16-pentamethyl-3-[1 -methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4- 
aza-17-oxabicyclo[14.1 ,0]heptadecane-5,9-dione or a pharmaceutical^ acceptable salt 
thereof. 

32. (original) The composition according to claim 26 wherein the antiproliferative agent is 
cisplatin and the compound of formula I is [1 S 1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R*,1 6S*]]-7, 1 1 - 
dihydroxy-8,8,10,12,16-pentamethyl-3-[1-methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17- 
oxabicyclo[14.1.0]heptadecane-5,9-dione. 

33. (original) The composition according to claim 23, wherein said composition comprises 
Compound 1 and carboplatin. 

The composition according to claim 23, wherein said composition comprises 
and doxorubicin. 

\ • ■ " 

The composition according to claim 23, wherein said composition comprises 
and CPT-11. 

36. (original) A method for the treatment of proliferative diseases, including cancer, which 
comprises administering to a mammalian specie in need thereof a synergistically, 



34. (original) 
Compound 1 

35. (original) 
Compound 1 
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therapeutically effective amount of (1 ) at least one anti-proliferative agent(s) and (2) 
compound of Formula II: 



R 




O OH O 



wherein: 

P-Q is a C, C double bond or an epoxide; 
G is 

1 

R is selected from the group of H, alkyl, and substituted alkyl; 
R 1 is selected from the group consisting of 




R 2 is 



+ 

N r 11 

^ Y 

O ; 

G 1 is selected from the group of H, halogen, CN, alkyl and substituted alkyl; 

G 2 is selected from the group of H, alkyl, and substituted alkyl; 
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G 3 is selected from the group of O, S, and NZ 1 ; 

G 4 is selected from the group of H, alkyl, substituted alkyl, OZ 2 , NZ 2 Z 3 , Z 2 C=0, 
Z 4 S02, and optionally substituted glycosyl; 

G 5 is selected from the group of halogen, N 3 , NCS, SH, CN, NC, N(Z 1 ) 3 + and 
heteroaryl; 

G 6 is selected from the group of H, alkyl, substituted alkyl, CF 3 , OZ 5 , SZ 5 , and 

NZ 5 Z 6 ; 

G 7 is CZ 7 or N; 

G 8 is selected from the group of H, halogen, alkyl, substituted alkyl, OZ 10 , SZ 10 , 
NZ 10 Z 11 ; 

G 9 is selected from the group of O, S, -NH-NH- and -N=N-; 
G 10 isNorCZ 12 ; 

G 11 is selected from the group of H 2 N, substituted H2N, alkyl, substituted alkyl, aryl, 
and substituted aryl; 

Z 1 , Z 6 , Z 9 , and Z 11 are independently selected from the group H, alkyl, substituted 
alkyl, acyl, and substituted acyl; 

Z 2 is selected from the group of H, alkyl, substituted alkyl, aryl, substituted aryl, and 
heterocycle; 

Z 3 , Z 5 , Z 8 , and Z 10 are independently selected from the group H, alkyl, substituted 
alkyl, acyl, substituted acyl, aryl, and substituted aryl; 

Z 4 is selected from the group of alkyl, substituted alkyl, aryl, substituted aryl, and 
heterocycle; 

Z 7 is selected from the group of H, halogen, alkyl, substituted alkyl, aryl, substituted 
aryl, OZ 8 , SZ 8 , and NZ 8 Z 9 ; and 

Z 12 is selected from the group of H, halogen, alkyl, substituted alkyl, aryl, and 
substituted aryl; 

with the proviso that when R 1 is 




G 1 , G 2 , G 3 and G 4 cannot simultaneously have the following meanings: 
G 1 and G 2 = H, G 3 = O and G 4 = H or Z 2 C=0 where Z 2 = alkyl group. 
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37. (original) The method according to Claim 36 wherein the compound has the general 
formula Ha 



R 




where the symbols have the following meaning: 
P-Q is a C,C double bond or an epoxide, 
R is a H atom or a methyl group, 

G 1 is an H atom, an alkyl group, a substituted alkyl group or a halogen atom, 
G 2 is an H atom, an alkyl group or a substituted alkyl group, 
G 3 is an 0 atom, an S atom or an NZ 1 group with 

Z 1 being an H atom, an alkyl group, a substituted alkyl group, an acyl group, or a 
substituted acyl group, and 

G 4 is an H atom, an alkyl group, a substituted alkyl group, an OZ 2 group, an NZ 2 Z 3 group, a 
Z 2 C=0 group, a Z^Oa group or an optionally substituted glycosyl group with. Z 2 being a H 
atom, an alkyl group, a substituted alkyl group, an aryl group, a substituted aryl group or a 
heterocyclic group, 

Z 3 an H atom, an alkyl group, a substituted alkyl group, an acyl group or a substituted acyl 
group, and 

Z 4 an alkyl, a substituted alkyl, an aryl, a substituted aryl or a heterocyclic group, 

with the proviso that G 1 , G 2 , G 3 and G 4 cannot have simultaneously the following meanings: 
G 1 and G 2 = H atom, G 3 = 0 atom and G 4 = H atom or Z 2 C=0 with Z 2 = alkyl group. 

38. (original) The method of claim 36 wherein said compound of Formula II is [1 S- 
[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7,11-dihydroxy-8,8, 1 0,12,1 6-pentamethyl-4, 17- 
dioxabicyclo[14.1 .0]heptadecane-5,9-dione. 
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39. (original) The method according to Claim 36, wherein the antiproliferative agent is 
administered following administration of the Formula II compound. 



40. (original) The method according to Claim 36, wherein the antiproliferative agent is 
administered prior to administration of the Formula II compound. 

41 . (original) The method according to Claim 36, wherein the antiproliferative agent is 
administered simultaneously with the Formula II compound. 

42. (original) The method according to Claim 36 for the treatment of cancerous solid 
tumors. 

43. (original) The method according to Claim 36 for the treatment of refractory tumors. 

44. (original) The method according to Claim 36 wherein the anti-proliferative agent is 
selected from the group consisting of a microtubule-stabilizing agent, a microtubule- 
disruptor agent, an alkylating agent, an anti-metabolite, epidophyllotoxin, an antineoplastic 
enzyme, a topoisomerase inhibitor, procarbazine, mitoxantrone, radiation, a platinum 
coordination complex, anthracycline drug, a vinca drug, a mitomycin, inhibitors of cell cycle 
progression, a bleomycin, a cytotoxic nucleoside, a taxane, an epothilone, discodermolide, 
a pteridine drug, a diynene, an aromatase inhibitor and a podophyllotoxin. 

45. (original) The method according to Claim 37 wherein the anti-proliferative agent is 
selected from the group consisting of a microtubule-stabilizing agent, a microtubule- 
disruptor agent, an alkylating agent, an anti-metabolite, epidophyllotoxin, an antineoplastic 
enzyme, a topoisomerase inhibitor, procarbazine, mitoxantrone, radiation, a platinum 
coordination complex, anthracycline drug, a vinca drug, a mitomycin, inhibitors of cell cycle 
progression, a bleomycin, a cytotoxic nucleoside, a taxane, an epothilone, discodermolide, 
a pteridine drug, a diynene, an aromatase inhibitor and a podophyllotoxin. 

46. (original) The method according to Claim 36, wherein the Compound of Formula II is . 
1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
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methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1 .0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 2. 



47. (original) The method according to Claim 37, wherein the Compound of Formula II is 
1 S-[1 R*,3R*(E),7R*,1 OSM 1 R*. 1 2R*,1 6S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1 - 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 2. 

48. (original) The method according to Claim 36 wherein said compound of Formula II is 
1S-[1R*,3R*(E) ) 7R* ) 10S*,11R* ) 12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 3. 

49. (original) The method according to Claim 37 wherein said compound of Formula II is 
1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R\ 1 2R*,1 6S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1 - 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 10, 1 2, 1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 3. 

50. (original) The method according to Claim 36, wherein said compound of Formula II is 
1S-[1 R*,3R*(E) ) 7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Cisplatin. 

51 . (original) The method according to Claim 37, wherein said compound of Formula II is 
1S-[1R* ) 3R*(E) ) 7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-4, 17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Cisplatin. 

52. (original) The method according to Claim 36, wherein said compound of Formula II is 
1S-[1 R*,3R*(E),7R*,10S*,1 1 R*,12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-4,17- 

dioxabicyclo[14.1 .0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 5. 
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53. (original) The method according to Claim 37, wherein said compound of Formula II is 
IS-II^.SR^EJ.yR'.IOS'.ll^.^^.ieSl-S-^-^AminomethyO^-thiazolyll-l- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-4, 17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 5. 

54. (original) The method according to Claim 36, wherein said method comprises the 
administration of Compound 4 and Carboplatin. 

55. (original) The method according to Claim 37, wherein said method comprises the 
administration of Compound 4 and Carboplatin. 

56. (original) The method according to Claim 36, wherein said method comprises the 
administration of Compound 4 and doxorubicin. 

57. (original) The method according to Claim 37, wherein said method comprises the 
administration of Compound 4 and doxorubicin 

58. (original) The method according to Claim 36, wherein said compound of Formula II is 
selected from the group consisting of 

[1 S-[1 R*,3R*(E),7R*,'lOS*,1 1 R^12R^16S1]-3-[2-[2-(A2idomethyl)-4-thiazolyl]-1-. 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 12, 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1 S-[1 R* ,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1 - 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyi-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R* l 3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-[[[(1,1- 

Dimethylethoxy)carbonyl]amino]methyl]-4-thiazolyl]-1 -methylethenyl]-7,1 1 -dihydroxy- 
8,8,1 0,12, 16-pentamethyl-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[4S-[4R^7S^8R^9R^15R*(E)]]-16-[2-[2-[[[(1,1-Dimethylethoxy)carbonyl]amino]nnethyl]-4- 
thiazolyl]-1 -methyl-ethenyl]-4,8-dihydroxy-5,5,7,9, 1 3-pentamethyl-1 -oxa-1 3(Z)- 
cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-16-[2-[2-(Aminomethyl)-4-thiazolyl]-1-methylethenyl]-4,8- 
dihydroxy-5,5,7,9,13-pentamethyl-1 -oxa-1 3(Z)-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E) ,7RM OSM 1 R*,1 2R*,1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 
methyl-2-[2-[(pentanbyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 
/ dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,1 1R*,12R*,1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 

methyl-2-[2-[(naphthoyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[IS-tlR'.SR^EjyRMOSMIR'.^RMeS^p.ll-Dihydroxy-S-^-^-^- 

methoxyethoxy)acetyloxy]methyl]-1-methyl-4-thiazolyl]ethenyl]-8,8,10,12-tetramethyl-4,17^ 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E) ,7R*. 1 0S*, 1 1 R*. 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 

methyl-2-[2-[(N-propionylamino)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1 R*,3R*(E),7R*,10S*,1 1 R*,12R*,16S*]]-3-[2-(3-Acetyl-2,3-dihydro-2-methylene-4- 
thiazolyl)-1 -methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-4, 1 7- 
dioxabicyclo[14.1 .0]heptadecane-5,9-dione, N-oxide; 

[1S-[1R^3R*(E) ) 7R^10S^11R^12R^16S*]]-7,11-Dihydroxy-3-[2-[2-(methoxymethyl)-4- 
thiazolyl]-1 -methylethenyl]-8,8, 1 0, 1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane- 
5,9-dione; 
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[1 S-[1 R*,3R*(E),7R*,10S*, 1 1 R*, 1 2R*,1 6S*]]-7, 1 1 -Dihydroxy-8,8, 1 0,1 2, 1 6-pentamethyl-3- 
[1 -methyl-2-[2-(phenoxymethyl)-4-thiazolyl]ethenyl]-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane- 
5,9-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-3-[2-[2-[(Ethylthio)methyl]-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2,1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1 R*,3R*(E),7RM0S*,1 1 R*,12R*,16S*]]-3-[2-[2-(Ethoxymethyl)-4-thiazolyl]-1- 
methylethenyl]-7,11 -dihydroxy-8,8, 1 0,12-tetramethyl-4,17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-Dihydroxy-8,8,10,12-tetramethyl-3-[1- 

rnethyl-2-[2-[(2,3,4,6-tetraacetyl-alpha-glucosyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 
methyl-2-[2-[(2',3',4',6'-tetraacetyl-beta-glucosyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*,10S*, 1 1 R*,12R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 1 0,1 2-tetramethyl-3-[1 - 
methyl-2-[2-[(6'-acetyl-alpha-glucosyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,12,1 6-pentamethyl-3- 
[1 -methyl-2-[2-[(p-toluenesulf onyloxy)methyl]-4-thiazolyl]ethenyl]-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; . 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]] : 3-[2-[2-(Bromomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 11 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1S-[1 R*,3R*(E),7R*,10SM 1 R*,12R*,16S*]]-3-[2-(5-Bromo-2-methyl-4-thiazolyl)-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-4, 1 7- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1 R*,3R*(E),7R*,10S*,1 1 R*,12R*,16S*]]-3-[2-[2-(Cyanomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[4S-[4R*,7S*,8R*,9R*,1 5R*(E)]]-i 6-[2-[2-(Cyanomethyl)-4-thiazolyl]-1 -rhethylethenyl]-4,8- 
dihydroxy-5,5,7,9,13-pentamethyl-1-oxa-13(Z)-cyclohexadecene-2,6-dione; 

[1S:[iR^3R*(E),7R^10S^11R^12R^16S^]-7,11-Dihydroxy-3-[2-[2-(1H-imidazol-1- 
ylmethyl)-4-thiazolyl]-1 -methylethenyl]-8,8, 10,12,1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E) ) 7R^10S^11R^12R^16S1]-3-[2-(2-FolTT^yl-4-thiazolyl)-1-rnethylethenyl]- 
7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R*,16S*]]-3-[2-(2-Formyl-4-thiazolyl)-1-methylethenyl]- 
7,1 1 -dihydrqxy-8,8, 10,12,1 6-pentamethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-(2-Ethenyl-4-thiazolyl)-1-methylethenyl]- 
7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S* I 11R* I 12R*,16S*]]-7,11-Dihydroxy-3-[2-[2-(rnethoxyimino)-4- 

thiazolyl]-1-methylethenyl] : 8,8,10,12-tetrarnethyl-4,17-dioxabicyclo[14.1.0]heptadecarie- 

5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-7,11-Dihydroxy-8,8,10,12-tetrarnethyl-3-[^- 
methyl-2-[2-[[(phenylmethyl)imino]methyl]-4-thiazolyl]ethenyl]-4,1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1 S-[1 R*,3R*(E),7R*,1 OSM 1 R*,12R*,1 6S*]]-3-[2-(2-Acetyl-4-thiazolyl)-1 -methylethenyl]- 
7,11 -dihydroxy-8,8> 10,1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 



[1 S-[1 R*,3R*(E) ,7R*. 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 r 
methyl-2-(2-oxiranyl-4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*,1 OS*, 1 1 R*,1 2R*,1 6S*]]-7, 1 1 -Dihydroxy-3-[2-[2-(2-iodoethenyl)-4- 
thiazolyl]-1 -methylethenyl]-8,8, 1 0,1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane- 
5,9-dione; 

[1S-[1 R*,3R*(E),7R*,10S*,1 1 R*,12R*,16S*]]-3-[2-(2-Ethynyl-4-thiazolyl)-1-methylethenyl]- 
7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

v 

[1S-[1R*,3R*(E),7R*,10S* I 11R*,12R*,16S*]]-7,11-Dihydroxy-8 ) 8,10,12,16-pentamethyl-3- 

[1-methyl-2-[2-[(methylamino)rnethyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E) ,7R*, 1 0S*, 1 1 R*,12R*,1 6S*]]-3-[2-[2-[[[2- 
(bimethylamino)ethyl]amino]methyl]-4-thiazolyl]-1-methylethenyl]-7,11-dih 
8,8,1 0,12, 16-pentamethyl-4,17-dioxabicyclo[1 4.1. 0]heptadecane-5,9-dione; 

' [1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-[(Dimethylamino)methyl]-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-4, 17- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R* I 3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-[[Bis(2-methoxyethyl)amino]methyl]-4- 
thiazolyl]-1 -methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*,1 0S*,1 1 R*,1 2R*,1 6S*]]-7,1 1 -Dihydroxy-8,8,1 0,12,1 6-pentamethyl-3- 
[1 -methyl-2-[2-[(4-methyl-1 -piperazinyl)methyl]-4-thiazolyl]ethenyl]-4,1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-4-[2-(7,11-Dihydroxy-8,8J0 l 12-tetramethy^ 
5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecan-3-yl)-1-propenyl]-2-thiazolecarboxylic acid; 



[1 S-[1 R*,3R*(E),7R*, 1 OS*, 1 1 R*, 1 2R*, 1 6S*]]-4-[2-(7 ,1 1 -Dihydroxy-8,8 ,1 0, 1 2-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecan-3-yl)-1-propenyl]-2-thiazolecarboxylic acid 
methyl ester; 

and the pharmaceutically acceptable salts, solvents and hydrates thereof. 

59. (original) A pharmaceutical composition for the pharmaceutical treatment of cancer 
with which comprises at least one antiproliferative agent and a compound of Formula II as 
described in Claim 36, and a pharmaceutically acceptable carrier. 

60. (original) The composition according to Claim 59 for the treatment of cancerous solid 
tumors. 

61 . (original) The composition according to Claim 59 for the treatment of refractory tumors. 

62. (original) The composition according to Claim 59 wherein the antiproliferative agent is 
one or more agent selected from the group consisting of a microtubule-stabilizing agent, a 
microtubule-disruptor agent, an alkylating agent, an anti-metabolite, epidophyllotoxin, an 
antineoplastic enzyme, a topoisomerase inhibitor, procarbazine, mitoxantrone, a platinum 
coordination complex, an anthracyeline drug, a cell cycle progression inhibitor, a vinca 
drug, a mitomycin, a bleomycin, a cytotoxic nucleoside, a taxane, Compound 2, Compound 
3, Compound 5, an epothilone, discodermolide, a pteridine drug, a diynene, an aromatase 
inhibitor and a podophyllotoxin. 

63. (original) The composition according to Claim 59, wherein the compound of Formula II 
is selected from the group consisting of 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-(Azidomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2 , 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7,t1-dihydroxy-8,8,10,12,16-pentamethyl-4,17- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*>3R*(E),7R*,10S*,1 1R*,12R*,1 6S*]]-3-[2-[2-[[[(1 , 1 - 

Dimethylethoxy)carbonyl]amino]methyl]-4-thiazolyl]-1-methylethenyl]-7,11-dihydroxy- 
8,8,10,12,16-pentamethyl-4,17-dioxabicyGlo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-16-[2-[2-[[[(1 I 1-Dimethylethoxy)carbonyl]amino]methyl]-4- 

thiazolyl]-1-methyl-ethenyl]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-1-oxa-13(Z)- 

cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-1 6-[2-[2-(Aminomethyl)-4-thiazolyl]-1 -methylethenyl]-4,8- 
dihydroxy-5,5,7,9,13-pentamethyl-1-oxa-13(Z)-cyclohexadecene-2,6-diorie; 

[1S-[1R^3R*(E)JR^10S^11R*,12R^16S*]]-7,11-Dihydroxy-8 ) 8 I 10 > 12-tetramethyl-3-[1- 

methyl-2-[2-[(pentanoyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7,11-Dihydroxy-8,8,10,12-tetramethyl-3-[1- 

methyl-2-[2-[(naphthoyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S* I 11R*,12R* l 16S*]]-7,11-Dihydroxy-3-[2-[2-[[(2- 
methoxyethoxy)acetyloxy]methyl]-1-methyl-4-thiazolyl]ethenyl]-8,8,10,12-tetramethyl-4,17- 
dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

' [1S41R^3R*(E)7R^10S^11R^12R^16S*]]-7,11-Dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-[2-[(N-propionylamino)methyl]-4-thiazolyl]ethenyl]-4,17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-3-[2-(3-Acetyl-2,3-dihydro-2-methylene-4- 
thiazolyl)-1 -methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-4, 1 7- 
dioxabicyclo[14.1 .0]heptadecane-5,9-dione, N-oxide; 

r [1S-[1 R*,3R*(E),7RM0S*,1 1 R*,12R*,16S*]]-7,1 1-Dihydroxy-3-[2-[2-(methoxymethyl)-4- - 
thia2olyl]-1-methylethenyl]-8,8J0J2-tetramethyl-4 l 17-dioxabicyclo[14.1.0]heptadecane- 
5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,12,1 6-pentamethyl-3- 

[1-methyl-2-[2-(phenoxymethyl)-4-thiazolyl]ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecan 

5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-3-[2-[2-[(Ethylthio)methyl]-4-th 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-(Ethoxymethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1- 
methyl-2-[2-[(2,3,4,6-tetraacetyl-alpha-glucosyloxy)methyl]-4-thiazolyl]ethenyl]-4, 17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-Dihydroxy-8,8,10,12-tetramethyl-3-[1- 

methyl-2-[2-[(2',3',4',6'-tetraacetyl-beta-glucosyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*,1 OS*, 1 1 R*. 1 2R*,1 6S*]]-7, 1 1 -Dihydroxy-8,8,1 0, 1 2-tetramethyl-3-[1 - 

methyl-2-[2-[(6'-acetyl-alpha-glucos^loxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[IS-tl^.SR^EjyRMOSMIRMaR'.ieS^-y.H-Dihydroxy-S.S.IO.^.ie-pentamethyl-a- 

[1-methyl-2-[2-[(p-toluenesulfonyloxy)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-3-[2-[2-(Bromomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-4, i 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R* ) 3R*(E),7R* ) 10S*,11R* ) 12R*,16S*]]-3-[2-(5-Bromo-2-methyl-4-thiazolyl)-1- 
methylethenyl]-7, 11 -dihydroxy-8,8, 10,1 2-tetramethyl-4, 17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-3-[2-[2-(Cyanomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-16-[2-[2-(Cyanomethyl)-4-thlazolyl]-1-methylethenyl]-4,8- 
dihydroxy-5,5,7,9,13-pentamethyl-1-oxa-13(Z)-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*J OS*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-3-[2-[2-(1H-imidazol-1- 
ylmethyl)-4-thiazolyl]-1 -methylethenyl]-8,8, 1 0,12,1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1 R*,3R*(E),7R*,10S*,1 1 R*,12R*,16S*]]-3-[2-(2-Formyl-4-thiazolyl)-1-methylethenyl]- 
7,11 -dihydroxy-8,8, 10,1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-(2-Formyl-4-thiazolyl)-1-methylethenyl]- 
7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*i11R*,12R*,16S*]]-3-[2-(2-Ethenyl-4-thiazolyl)-1-methylethenyl]- 
7,1 1-dihydroxy-8,8,10,12-tetramethyl-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 



-34- 



Docket No. LD268 NP 

[IS-tl^.SR^EJJ^.IOS'.IIR'.^RMeS^-y.n-Dihydroxy-S-p-^^methoxyimino)-^ 
thiazolyl]-1 -methylethenyl]-8,8, 1 0, 1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane- 
5,9-dione; 

[1S-[1R* > 3R*(E),7R*,10S*,11R*,12R*,16S*]]-7 ) 11-Dihydroxy-8,8,10,12-tetramethyl-3-[1- 

methyl-2-[2-[[(phenylmethyl)imino]methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 OS*, 1 1 R*, 1 2R*, 1 6S*]]-3-[2-(2-Acetyl-4-thiazolyl)-1 -methylethenyl]- 
7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 OS*, 1 1 R*, 1 2R*, 1 6S*]]-7,1 1 -Dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-oxiranyl-4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-3-[2-[2-(2-iodoethenyl)-4- 

thiazolyl]-1-methylethenyl]-8,8,10,12-tetramethyl-4,17-dioxabicyclo[14.1.0]heptadecane- 

5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-3-[2-(2-Ethynyl-4-thiazolyl)-1 -methylethenyl]- 
7,11 -dihydroxy-8,8^ 1 0, 1 2-tetramethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecarie-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]F,11-Dihydroxy-8,8,10,12,16-pentamethyl-3- 

[1-methyl-2-[2-[(methylamino)methyl]-4-thiazolyl]ethenyl]-4,17- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-[[[2- 
(Dimethylamino)ethyl]amino]methyl]-4-thiazolyl]-1 -methylethenyl]-7,1 1 -dihydroxy- 
8,8, 1 0,1 2,1 6-pentamethyl-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-3-[2-[2-[(Dimethylamino)methyl]-4-thiazo^^^ 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-3-[2-[2-[[Bis(2-methoxyethyl)amino]methyl]-4- 
thiazolyl]-1 -methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,12, 1 6-pentamethyl-4, 17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 OS*, 1 1 R*,1 2R*, 1 6S*]]-7, 1 1 -Dihydroxy-8,8, 10,12,1 6-pentamethyl-3- 
[1-methyl-2-[2-[(4-methyl-1-piperazinyl)rnethyl]-4-thia20lyl]ethenyl]-4,17- 
dioxabicyclo[14.1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2 FT, 1 6S*]]-4-[2-(7, 1 1 -Dihydroxy-8,8, 1 0, 1 2-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.1 .0]heptadecan-3-yl)-1-propenyl]-2-thiazolecarboxylic acid; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*,1 2R*, 1 6S*]]-4-[2-(7, 1 1 -Dihydroxy-8,8, 1 0,1 2-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.1 .0]heptadecan-3-yl)-1 -propenyl]-2-thiazolecarboxylic acid 
methyl ester 

and the pharmaceutical^ acceptable salts, solvents and hydrates thereof. 

64. (original) The composition according to Claim 59 wherein the compound of Formula II 
is selected from the group consisting of 

1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1 - 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 2. 

65. (original) The composition according to Claim 59 wherein the compound of Formula II 
is selected from the group consisting of 

1S-[1R*,3R*(E),7R* I 10S*,11R*,12R*,16S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 3. 

66. (original) The composition according to Claim 59 wherein said compound of Formula II 
is 1 S-[1 R*,3R*(E),7R*. 1 0S*,1 1 R*. 1 2R*. 1 6S*]]-3-[2-[2-(Aminomethyl)-4-thiazolyl]-1 - 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1.0]heptadecane-5,9-dione and the anti-proliferative agent is Compound 5. 
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67. (original) The composition according to Claim 59, wherein said compound of Formula II 
is IS-II^.SR^.yR'.IOSMI^.^^.ieSl-S-^-^AminomethylH-thiazolyll-l- 
methylethenyl]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-4, 1 7- 

dioxabicyclo[14.1 .0]heptadecane-5,9-dione and the anti-proliferative agent is Cisplatin. 

68. (original) The composition according to Claim 59, wherein said composition comprises 
Compound 4 and Carboplatin. 

69. (original) The composition according to Claim 59, wherein said method comprises the 
administration of Compound 4 and doxorubicin. 

70. (original) The composition according to Claim 59, wherein said method comprises the 
administration of Compound 4 and CPT-1 1 . 



71 . (new) The method of claim 1 wherein the compound of Formula I is [1S- 
1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-1 7-oxabicyclo[1 4.1 .0]heptadecane-5,9-dione 
and the anti-proliferative agent is capecitabine. 

72. (new) The method of claim 2 wherein the compound of Formula I is [1 S- 

1 R*,3R*(E),7R*,10S*,1 1 RM2RM6S*]]~-7,1 1 -dihydroxy-8,8, 10, 12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-proliferative agent is capecitabine. 

73. (new) The composition of claim 23 wherein the anti-proliferative agent is a cytotoxic 
agent. 

74. (new) The composition of claim 73 wherein the cytotoxic agent is capecitabine. 

75. (new) The composition of claim 25 wherein the anti-proliferative agent is capecitabine. 
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